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REMARKS: 

Claims 1 , 4-6 and 1 3-22 are pending. Claims 1 , 4-6 and 1 3-22 stand rejected for allegedly 
being unpatentable under 35 USC 103(a). 

Claims 1 , 21 and 22 are presently amended to replace "norepinephrine reuptake inhibitor" 
with "desipramine," and "5-HT 2 antagonist" with "(+)-a-(2,3-dimethoxyphenyl)-1-[2-(4- 
fluorophenyl)ethyl]-4-piperidinemethanol." These claim elements are found at least at claims 5 
and 6 of the originally filed application and do not present new matter. Claims 4-6 are presently 
cancelled without prejudice or disclaimer. Applicants reserve the right to pursue the replaced or 
cancelled subject matter of these claims in another patent application. 

The amendments to the claims either cancel claims or place the claims in a better form for 
appeal. Furthermore, the amendments do not provide any additional limitations or elements 
that have not already been presented in the claims and have therefore been examined. 
Applicants therefore respectfully request that the amendments and remarks be entered into the 
case at this time. 

Claims 1.4. 14-18. 21 and 22 

Claims 1,4, 14-18, 21 and 22 stand rejected under 35 USC 103(a) for allegedly being 
unpatentable over Berendsen, Maturitas, 2000, vol. 36, pp. 155-164 ("Berendsen") in view of 
Stearns et al., Annals of Oncology, Volume 1 1 , pp. 17-22, 2000 ("Stearns") and further in view of 
Janowsky et al., Journal of Clinical Psychiatry, Volume 45, Number 10, pp. 3-7, 1984 
("Janowsky"). 

The Office cites Berendsen for allegedly teaching "treatment with the 5-HT2 receptor blocker 
mirtazapine reduced hot flushes," and that the "noradrenaline reuptake inhibitor venlafaxine has 
been shown to reduce hot flushes," (Office action, page 3, last line - page 4, lines 1-7.) The 
Office cites Stearns for allegedly teaching "that depression is a condition that commonly co- 
exists with, and exacerbates, individuals suffering from hot flashes and is also commonly 
associated with menopause," (Office action, page 5, lines 1-2.) The Office cites Janowsky for 
allegedly teaching that "desipramine is an efficacious antidepressant and can be administered 
for the treatment of depression," (Office action, page 5, lines 4-8.) The Office contends that it is 
"obvious to provide compounds with noradrenaline reuptake inhibitor and 5-HT2a antagonist 
activity in effective amounts for the treatment of hot flashes, with the expectation of providing a 
suitable treatment for the condition. 'It is prima facie obvious to combine two compositions each 
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of which is taught by the prior art to be useful for the same purpose , in order to form a third 
composition to be used for the very same purpose,'" (Office action, page 5, lines 14-20.) 

Applicants traverse. The claims as amended are directed to the combination of desipramine 
and (+)-a-(2,3-dimethoxyphenyl)-1-[2-(4-fluorophenyl)ethyl]-4-piperidine methanol ("MDL- 
100907"). Berendsen in view of Stearns in further view of Janowsky fail to teach, motivate or 
suggest MDL-1 00907 as a 5HT2 antagonist, or as having hot flush efficacy. 

Since the claims have been amended to contain the limitations of claims 5 and 6, and claims 
5 and 6 have been cancelled, the rejection of claims 5 and 6 might now be considered to relate 
to claims 1,4, 14-18, 21 and 22. The Office rejected claims 5 and 6 under 35 USC 103(a) for 
allegedly being unpatentable over Berendsen in view of Stearns, in view of Janowsky, and 
further in view of Carr et al., WO91/18602 ("Carr.") Carr is cited by the Office for allegedly 
teaching "a new 5HT2 antagonist that is (+)-a-(2,3-dimethoxyphenyl)-1-[2-(4-fluorophenyl)ethyl]- 
4-piperidinemethanol and that can be used for therapeutic treatment of disease states," (Office 
action, page 8, lines 15-17.) The Office contends that "one of ordinary skill in the art would have 
been motivated to provide the specific compound having the 5-HT2 antagonist activity in the 
method of Berendsen, with the expectation of success in achieving treatment of hot flashes in 
the patients," (Office action, page 9, lines 6-9.) 

Applicants traverse. Berendsen, Stearns, Janowski and Carr fail to teach, motivate or 
suggest that MDL-1 00907 is effective in the treatment of hot flush. However, assuming in 
arguendo that the 5HT2 antagonist MDL-1 00907 could be predicted by one of skill in the art to 
have anti-hot flush efficacy, one of ordinary skill in the art could not have predicted that the 
combination of the selective NRI desipramine and the 5HT2 antagonist MDL-1 00907 would 
have more than additive (synergistic) effects on the reduction of hot flush. Figure 2B of the 
specification-as-filed clearly depicts the more than additive effects of desipramine and MDL- 
100907 in the reduction of temperature relative to vehicle alone. 

In view of the unpredictable synergistic effect of combining desipramine and MDL-1 00907 to 
reduce hot flush, the claimed invention can not be held to be unpatentable under 35 USC 103(a) 
under Berendsen in view of Stearns, Janowsky and Carr. Accordingly, Applicants request the 
Office to withdraw the rejection of claims 1,4, 14-18, 21 and 22 under 35 USC 103(a). 



Page 4 of 5 



Docket No: AM101222 
Application No: 10/685,974 
Patent 

Claims 5 and 6 

Claims 5 and 6 stand rejected under 35 USC 103(a) for allegedly being unpatentable over 
Berendsen in view of Stearns and Janowsky in further view of Carr. Claims 5 and 6 have been 
cancelled, rendering the rejection of those claims moot. 

Claims 19 and 20 

Claims 19 and 20 are rejected under 35 USC 103(a) over Berendsen in view of Stearns and 
Janowsky in further view of Quella, Journal of Urology, Volume 162, pages 98 to 102 ("Quella 
"). Applicants respectfully traverse the rejection. 

Claims 19 and 20 depend from claim 1 and specify that the subject is a male patient and 
that the male patient is naturally, chemically or surgically andropausal, respectively. Applicants 
submit that Quella does not remedy the deficiencies of Berendsen, Stearns, Janowsky and 
Carr. Therefore, the combination of Berendsen, Stearns, Janowsky, Carr and Quella does not 
render claims 1 9 and 20 obvious. Accordingly, applicants request the Office to withdraw the 
rejection of claims 19 and 20 under 35 U.S.C. 3 103(a). 

Conclusion 

Applicants request (1) reconsideration and withdrawal of the rejections of claims 1 and 14- 
22 in light of the amendments and remarks; and (2) allowance of claims 1 and 14-22. 

Should any outstanding issues remain, the Examiner is requested to contact the 
undersigned agent. 



/Joseph E. Zahner/ 
Joseph E. Zahner 
Agent for Applicants 
Reg. No. 48,224 

Wyeth 

Patent Law Department 
Five Giralda Farms 
Madison, NJ 07940 
Tel. No. 973-660-6613 
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